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What is claimed is:

1.

A method of predicting the 1likelihood of a

pregnancy outcome in a female subject

comprising:

(a)

(b)

(c)

contacting a sample from the subject with a
captune antibody which specifically binds to
an early pregnancy associated molecular
isoform\of hCG under conditions permitting
formation, of a complex between the antibody

hCG;
measuring the amount of complexes formed,
thereby dete

and the earxly pregnancy associated molecular
isoform 05\

ining the amount of the early

pregnancy associated molecular isoform of
hCG in the sample; and

comparing th amount early pregnancy
associated molecular isoform of hCG in the
sample determinhed in step (b) with _the
amount determined for temporally matched,
normal pregnan ubject, wherein the
relative absence the early pregnancy
associated molecu isoform of hCG in the
sample indicates \a negative outcome of

pregnancy for the subject.

A method of predicting\the 1likelihood of a

negative pregnancy outcom

comprising:

(a)

(b)

_isoform of hCG under co

in a female subject

contacting a sample from the subject with a
capture antibody which ecifically binds to
an early pregnancy ass ciated molecular
itions permitting
formation of a complex befjween the antibody
and the early pregnancy asspciated molecular
isoform of hCG;

contacting any complex formed in step (a)

with a labelled detection \antibody under
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conditions permitting binding to the complex
capture antibody and the hCG isoform;

(c) measudring the amount of labeled detection
antibody bound to the complex so as to
thereby\ determine the amount of the early
pregnancy associated molecular isoform of

hCG in the sample; and

{(d) comparing the amount early pregnancy
associated\molecular isoform of hCG in the
sample detgrmined in step (b) with the
amount deteYmined for a normal pregnant

subject, wherein the relative absence of the

early pregnan ociated molecular isoform
of hCG in the\sample indicates a negative
outcome of pregpancy for the subject.
The method of claim
comprising a detaction antibody which

CG without substantially

1, step (a) further

specifically binds to
cross-reacting with said antibody under
conditions permitting ormation of a complex

between the antibody and the early pregnancy

associated molecular isofprm of hCG.

Ccantibody is B182

A method of predicting the 1likelihood of a
negative pregnandy outcome in a female subject
comprising:
contacting a sampl from the subject with a
capture antibody ch specifically binds to an
early pregnancy as ociated molecular isoform of

hCG under conditions permitting formation of a
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}SZPlex between the antibody and the early
pregnancy associated molecular isoform of hCG;

measuring the amount of complexes formed, thereby
deterwfning the amount of the early pregnancy

associated molecular isoform of hCG in the

comparing \the amount measured in step (b) with
the amount\ determined by contacting the same
sample with\ a second capture antibody which
specifically \ binds to intact non-nicked hCG
without substantially cross-reacting with

said antibody under conditions permitting

mplex between the antibody and
agsociated molecular isoform

formation of a c
the early pregnan _/j

of hCG and a secoi detection antibody, wherein
a high ratio of amounts determined for said first
capture antibody relative to the second capture
antibody indicates positive outcome of
pregnancy for the subjedf, a low ratio indicates

a negative outcome of pregnancy for the subject.

im & wherein_ the

25

30

35

Tj‘_}e_me_thnﬂ according to C
=

he method of claim 1, step (c) comprising
. “__'/ . »
comparing the amount early pregnancy associated
molecu r isoform of hCG in the sample determined
in step (b~\¥i:h either (i) the amount determined

for tempor atched, normal pregnant

subject (s) or (ii Nl amount determined for non-

pregnant subject(s), erein amounts of the early
pregnancy associated molecular isoform of hCG in
the sample similar to amountsg of early pregnancy
associated molecular isofornftE\hCG in temporally
matched pregnant samples indicat a positive

outcome, amounts of early pregnancy associated
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molecular isoform of hCG in the sample similar to

amount f early pregnancy associated molecular
isoformN\of hCG.

5 7
urinary sample or a blood sample.
10. ethod of claim 1, wherein the sample is an
aggregate sample taken from at least one day.
10
11. The method ofNglaim 1, wherein the antibody is
labeled with a debtectable marker.
12. The method of claim 11, herein the detectable
15 ' marker is a radiocactive isdfope, enzyme, dye,
magnetic bead, or biotin.
13. The method of claim 12, wherein the radi
L : . q F125
Lo P - ) x -
20

b// 14. “\Q\:ethod of predicting pregnancy outcome in a
subject by determining the amount of an early
pregrnancy associated molecular isoform of hCG in

a sample comprising:

25 . (a) contacting a capturing antibody which
specifically\ binds to the early pregnancy
associated molesular isoform of hCG with a solid
matrix under condition permitting binding of the
antibody with the sollyd /) matrix;

30 (b) contacting the bound uibrix:with the sample under
conditions permitting binding of the early
pregnancy associated molecular isoform of hCG
present in the sample with\ the capturing

antibody;
35 (c) separating the bound matrix and thegample;
(d) contacting the separated bound matr with a

detecting antibody which specifically binds to
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¢ under conditions permitting binding of
anhibody and antigen in the sample;

meastring the amount of bound antibody on the
bound Watrix, thereby determining the amount of
early preg?ancy associated molecular isoform of

hCG in the\sample;

comparing th® amount early pregnancy associated
molecular isof&rm of hCG in the sample determined
in step (e} wiXth the amount determined for
temporally matched, {(ngrmal pregnant subject(s),
wherein amounts of th®é egrly pregnancy associated
molecular isoform ofBCG in the sample similar to
amounts of early pregnagcy associated molecular
isoform of hCG in tempoxally matched pregnant
samples indicates a positivk outcome, and a less
amount indicates a negative owtcome of pregnancy

for the subject.
The method of claim 14, further copprising:
--am =

washing the bound matrix with an propriate

buffer.

d;é The mefhhﬂ\n{: claim 1A' wherein—the. f*n:r;f"l\'r‘“ﬂﬂ
. -
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antibody is B152.

The method of claim 14, wherexl he detecting

UL S | . .00
dITMCTUOUY 1o DoV

method of claim 14, step (a) further
ing a second capturing antibody which

specifical to intact non-nicked hCG

without subst cross-reacting with
conditions permitting

ween the antibody and

said antibody
formation of a complek b
the early pregnancy associate€
of hCG.

molecular isoform
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20.

21.

23.

24.

25.
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—seeond—eapturing—antibody Jis—B309—and the

+5—B108.

\‘Nexmethod of claim 14, step (d) further
comprising a second detecting antibody which

specg}ii:lly binds to hCG without substantially
cross-reacting with - said antibody under
conditions\ permitting formation of a complex
between the\antliibody and the early pregnancy

associated mo r isoform of hCG.

The method of
comparing the amouqpt of the early pregnancy
associated.molecularg$§8f01n1of hCG determined in

step (e) for said antibody with the amount

aim 14, step (f) comprising

determined in step (b) £ the second antibody,

wherein a high ratio of amgunts determined for
said antibody relative to tke second antibody
indicates a positive outcome of
subject, a low ratio indicates a nggative outcome

of pregnancy for the subject.

e = oo = ;3 = =

ur’hary. sample or a blood sample.

The metho&\of claim 14, wherein the sample is an
aggregate sample taken from at least one day.

The method of claim\}4, wherein the antibody is
labeled with a detectabde marker.

The method of claim 24, wherain the detectable
marker is a radioactive isotopey enzyme, dye,

magnetic bead, or biotin.
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27. method for determining the amount of early

é’/// pregnancy associated molecular isoforms in a
S samplge comprising:

(a) cortacting the sample with an antibody which
specifically binds to an early pregnancy
associated molecular isoform of hCG under
conditio permitting formation of a complex

10 between the\antibody and the early pregnancy
' associated-ndlecular isoform of hCG; and

(b) determining thé amount of complexes formed
thereby determining the amount of early
pregnancy associat&d molecular isoform of

15 hCG in the sample.

28. The method of claim 27, whekein the antibody
specifically binds a region\ of the early
pregnancy associated molecular isoform of hCG

20 comprising a carbohydrate moiety.

el € antiopody 1s

]

the hybridoma cell line accorded ATCC

Accession No.

The method of claim 27, wherein e antibody is

e 31.

B1l52

diagnostic kit for determining the amount of

30 ear pregnancy associated hCG is a sample

comprisIng:

(a) An antibody whﬁch specifically binds to an
{

early p ancy associated molecular

isoform; and
35 (b) a solid matrix Yo which the antibody is
bound; and '

(c) reagents permitting e formation of a
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S as capjure antibody.
: 52—
10 A
Dézf__‘—:THE—diagncstic—kit—eé—e%aém—%%T—a%—er—ae’fﬁff55;—_J
%/ <sampte-ts)——
\5 RE-—-adil-aFnost-1-C = == — reyrea-f
E R ecanta-bod ane 0 h_a _de = able = = -,
36. The diagnosts kit of claim 35, wherein the
detectable marke is a radioactive isotope,
20 enzyme, magnetic bead, “€dye or biotin.
37. The diagnostic kit of claim 36 wherein the
N— 3 — O 3 1125
YyYaoqroacocrtIve TrSOTOoPeE c 2 »l
25 38. antibody which specifically binds to an early
ancy associated molecular isoform of human
choriomic gonadotropin.
39. The antibody o© im 38, wherein the antibody
30 ' specifically bin to a region of the early
pregnancy associated lecular isoform of human
chorionic gonadotropin comprising both a
S

32.

X
..
.‘)
i
/
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complex between the antibody and a sample.

di%?nostic kit of claim_ 31, wherein the
d

antiko is B108 as detection antibody and B109S

o]
H
0
N
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#r——& hybridoma cell accorded ATCC Accession No.HB-

67— producing thremonioclonal antibody ot claim

42 .
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(b)

(c)

(d)

N\

a sample compri

sing:

method for detecting non-trophoblast malignancy

contacting a sample with an antibody which
specifically binds to the early pregnancy
ssociated molecular isoform of hCG under

ditions permitting formation of a complex

betWeen the antibody and the early pregnancy

assodiated molecular isoform of hCG;

contacting the sample with a second antibody

which

nicked h&G without

ecifically binds to intact non-

substantially cross-

reacting wikh said antibody under conditions

permitting
the antibody

he early

aﬁﬂ

associated moledul fj}soform of

measuring the

thereby determini:

pregnancy ass

hCG in the sample; an

comparing the amount

t
T

am n

ociated\ molecular

rmation of a complex between

pregnancy
hCG,

of complexes formed,
the amount of the early

.isoform of

f early pregnancy

associated molecular isofprm of hCG in the

sample determined in ste

amount of

molecular isoform of hCG 1

determined in
detection of

(b)

early pregnarngcy

step (c), whered
early pregnancy

with the
associated
the sample
a positive

associated
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olecular isoform detected in step (b) and

tive absence of the early pregnancy

in st (c) indicates the presence of non-
t malignancy in the sample.

L ;, ] o ] -] i »
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The method of claim 4 wherein the complex
formed in step (a) is detkcted by a detection

antibody.

TCIon

The method of claim 44, rein the second

PO W - | - et
ATUIVOUY Lo DALIVT.

T method of claim 44, wherein the complex
formed \i step (b) is detected by a detection

antibod \\\\\

Is

30

35

51.

method of c¢claim 44, wherein the non-

(Z;imlignancy is ovarian malignancy or
lignancy or some other non-trophoblast

w
N

53.

Phre—methiod—of—<Iaim 22, Wiiereiit thie sample 1is a

3 A o ey g e | an =hlaoaoag—a |
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A method for detecting gestational trophoblast
disease in a sample from a subject comprising:

(a) contacting a sample with an antibody which
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(b)

(c)

(d)

(e)
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specifically binds to the early pregnancy
associated molecular isoform of hCG under
conditions permitting formation of a complex
between the antibody and the early pregnancy
associated molecular isoform of hCG;
contacting the sample with a second antibody
which specifically binds to intact non-
nicked hCG without substantially cross-
reacting with said antibody under conditions
permitting formation of a complex between
the antibody and the early pregnancy
associated molecular isoform of hCG;
measuring the amount of complexes formed,
thereby determining the amount of the.early
pregnancy associated molecular isoform of
hCG in the sample due to binding with the
first antibody, and late pregnancy
associated molecular isoform of hCG in the
sample due to binding with the second
antibody;

determining the ratio of early pregnancy
associated molecular isoform of hCG to late
pregnancy associated molecular isoform of
hCG in the subject; and

comparing the ratio of early pregnancy
associated molecular isoform of hCG to late
pregnancy associated molecular isoform of
hCG in the sample determined in step (c)
over time, wherein a continuing. high ratio
of early pregnancy associated molecular
isoform of hCG to late pregnancy associated
molecular isoform of hCG in the sample
determined in step (c) indicates the
presence of gestational trophoblast disease

in the subject.
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second

hod—of—ctaim38, wherein the

Thre—met

wherein the gestational

m 40,
orxr

1s choriocarcinoma
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